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L9 ANSWER 1 OF 10 HCAPLUS COPYRIGHT 2011 ACS on STN 
TI Carbostyril derivatives and serotonin reuptake 

inhibitors for treatment of mood disorders 
AB The pharmaceutical composition of the present invention comprises (1) a 

carbostyril derivative and (2) a serotonin reuptake 

inhibitor in a pharmaceutically acceptable carrier. The carbostyril 
derivative may be aripiprazole or a metabolite thereof, which is a 
dopamine-serotonin system stabilizer. The serotonin 
reuptake inhibitor may be fluoxetine, duloxetine, venlafaxine, 
milnacipran, citalopram, fluvoxamine, paroxetine, sertraline or 
escitalopram. The pharmaceutical composition of the present invention is 
useful for treating patients with mood disorders, particularly 
depression or major depressive 

disorder. For example, a tablet formulation contained 
aripiprazole anhydride crystals B 5 mg, venlafaxine 75 mg, starch 
131 mg, magnesium stearate 4 mg, and lactose 60 mg. 
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TI Carbostyril derivatives and serotonin reuptake 
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L9 ANSWER 2 OF 10 HCAPLUS COPYRIGHT 2011 ACS on STN 

TI Combination therapy for depression, prevention of suicide, and 

various medical and psychiatric conditions 
AB The present invention relates to a new method of treatment for persons 

meeting diagnoses for major depressive 

disorder, or other unipolar (non-bipolar, nonpsychotic 

and non-treatment resistant) depression. The method comprises 

administering a combination of two categories of drugs, antipsychotics or 

dopamine system stabilizers, in combination with a newer 

antidepressant such as a selective serotonin 

reuptake inhibitor, as initial treatment or as soon as possible. 



The method targets the prevention of suicide, and provides other benefits 
including preventing disease progression development of tolerance toward 
the antidepressants. Another aspect of the invention relates to using the 
method for alleviating cognitive distortion and related functional 
impairment or health risks, and/or using the method for smoking cessation 
or nicotine withdrawal. 
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L9 ANSWER 3 OF 10 HCAPLUS COPYRIGHT 2011 ACS on STN 

TI An open study of olanzapine and fluoxetine for psychotic 

major depressive disorder: Interim analyses 
AB Although atypical antipsychotic agents are commonly 

used in the treatment of psychotic depression, there are no 

published prospective studies on their use in this condition. The aim of 

this study was to assess, by interim analyses, the efficacy of the 

atypical antipsychotic agent olanzapine in 

combination with the selective serotonin reuptake 

inhibitor antidepressant agent fluoxetine. We enrolled 27 

patients (17 women [63.0%] and 10 men [37.0%]; mean ± SD age: 41.2 ± 

14.7 yr) with DSM-IV-def ined major depressive 

disorder with psychotic features into an open trial of 

olanzapine, 5 to 20 mg/day, plus fluoxetine, 20 to 80 mg/day. 

Patients were assessed at each visit with the 17-item Hamilton Rating 

Scale for Depression and both the psychotic and mood modules of 



the Structured Clin. Interview for DSM-IV Axis 1 Disorders, Patient 
Edition. We are reporting the results of the first 6 wk of treatment. 
Twenty-two (81.5%) of the 27 enrolled patients completed the 6-wk open 
trial, and 5 (18.5%) dropped out, with only 2 (7.4%) dropping out due to 
side effects. Of the 27 patients, 74.1% (N = 20) met criteria for 
melancholic features, 14.8% (N = 4) had delusions alone, 18.5% (N = 5) had 
hallucinations alone, and 66.7% (N = 18) reported both delusions and 
hallucinations. In addition, the overall rates of response for the 
intent-to-treat group were as follows: depression response rate, 
66.7% (N = 18); psychosis response rate, 59.3% (N = 16); psychotic 
depression response rate, 55.6% (N = 15); and psychotic 
depression remission rate, 40.7% (N = 11). The combination of 
olanzapine and fluoxetine appears to be a promising, safe, and 
effective treatment for psychotic depression. Double-blind 
studies are needed to confirm this impression. 
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major depressive disorder: Interim analyses 
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TI Efficacy of quetiapine and risperidone against 

depressive symptoms in outpatients with psychosis 

AB The treatment of psychotic symptoms in patients with mood disorders is a 
complex challenge. Antipsychotic medications in these individuals may be 
associated with extrapyramidal symptoms (EPS), worsening of 
depression, and functional impairment. Atypical antipsychotics 
such as quetiapine and risperidone are associated with a 

decreased incidence of adverse events such as EPS. The objective of this 

study was to compare the efficacy and tolerability of quetiapine 

and risperidone for the treatment of depressive symptoms in 

outpatients with psychosis. In this 4-mo, multicenter, open-label trial, 

patients were randomly assigned in a 3:1 ratio of quetiapine to 

risperidone, and both drugs were flexibly dosed. Eligible 

patients had psychoses and demonstrated 1 of several DSM-IV diagnoses, 

including schizoaffective disorder, bipolar I disorder, major 

depressive disorder, delusional disorder, Alzheimer's 

dementia, schizophreniform disorder, vascular dementia, and substance 
abuse dementia. Patients were classified as mood disordered if they had 
bipolar disorder, major depressive disorder, 

or schizoaffective disorder. Efficacy was assessed using the Pos. and 
Neg. Syndrome Scale and the Clin. Global Impressions scale. The Hamilton 
Rating Scale for Depression (HAM-D) was used to assess the level 
of depressive symptoms. The primary tolerability assessment was presence 
or absence of substantial EPS, defined as EPS severe enough to require an 
alteration in treatment. A total of 554 patients were randomly assigned 
to quetiapine and 175 to risperidone. Mean doses at 
16 wk were 318 mg for quetiapine and 4.4 mg for 

risperidone. Although both agents produced improvements in mean 



HAM-D scores, quetiapine produced a greater improvement than 
risperidone in all patients (p = .0015). Within the 

mood-diagnosed population, incidences of both substantial EPS (p = .001) 
and at least moderate EPS (p = .0373) occurred significantly less 
frequently among patients taking quetiapine. For patients with 
non-mood diagnoses, incidences of substantial EPS were fewer for patients 
taking quetiapine than for those taking risperidone (p 

= .062); however, this was not statistically significant. These results 
suggest that quetiapine may be a useful agent in the management 
of depressive symptoms in patients with psychosis. 
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depressive symptoms in outpatients with psychosis 
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TI Collegium Internationale Neuro-Psychopharmacologicum (C.I.N. P.): XXIIIrd 
congress: Montreal, Canada, 23-27 June 2002 

AB A review. The goal of the 23rd Collegium Internationale 

Neuro-Psychopharmacologicum (C.I.N. P.) Congress was to unite the preclin. 
knowledge and clin. experience of the basic scientists and psychiatrists, 
researchers and clinicians into understanding of the neurobiol. basis of 
mental disorders, to critically evaluate the data from in vitro to in vivo 
animal models, to extrapolate these data, if possible and with caution, 
into better comprehending of the biol. basis of pathophysiol . , to improve 
the treatment of psychiatric disorders, and to achieve total remission, 
not only a response in patients and to reduce the occurrence of adverse 
effects of neurotropic drugs. The main topics of the congress were 
depression, apathy, schizophrenia, PTSD, AD, panic disorders, GAD, 
attention def icit/hyperactivity disorders, alcoholism, bipolar disorders, 
eating disorders and suicide. The news were that chronic smoking has some 
similar effects like the effects of antidepressant in 
MDD, some new combinations of SSRIs with atypical antypsychotics 
in the treatment of depression, combinations of SSRI 
with olanzapine in the treatment of nonpsychotic but treatment 
resistant PTSD, and some potentially new antidepressants, like SPAs and 
CRF1 receptor antagonists. The congress focused on the treatment 
considerations in elderly, the adverse effects of psychotropic drugs, 

especially 

effects on plasma lipids and plasma glucose, and cardiovascular effects of 

psychotropic drugs. 
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TI An open pilot study combining risperidone and a selective 

serotonin reuptake inhibitor as initial 

antidepressant therapy 
AB Background: Atypical antipsychotics such as risperidone or 

olanzapine have been reported to be effective when added to a 

selective serotonin reuptake inhibitor (SSRI 

) in cases of depression in which treatment with an SSRI 

alone is not effective. It is possible that the combination of an 

SSRI and an atypical antipsychotic may be 

efficacious as an initial treatment for major depression. 

Method: Thirty-six subjects who fulfilled DSM-IV diagnostic criteria for 
major depressive disorder were given 

fluvoxamine, 50 or 75 mg/day, with risperidone, 0.5 or 1 mg/day, 
at the start of treatment. The dose of fluvoxamine was increased to 100 
or 150 mg/day on the fourth day of the treatment and maintained 
thereafter. Hamilton Rating Scale for Depression (HAM-D) scores 
were obtained at baseline and every week for 6 wk . Remission and response 
were defined, resp., as > 75% and 50%-74% reduction from baseline in 
HAM-D score. Results: Of 30 subjects who completed the 6-wk study, 23 
(76%) achieved remission, 5 (17%) achieved response, and 2 (7%) were 
nonresponsive . Of the 6 patients who did not complete the study, 3 showed 
remission, 1 showed response, and 2 showed minimal or no response by the 
time of dropout. The reported adverse effects were mild, and none of the 
36 subjects enrolled in the study manifested or reported extrapyramidal 
symptoms, nausea, or vomiting. Conclusion: The results suggest that the 
combination of risperidone and fluvoxamine from the beginning of 
antidepressant therapy enhances the therapeutic response rate in 
depression . 
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TI Olanzapine in the treatment of apathy in previously depressed 

participants maintained with selective serotonin 

reuptake inhibitors: An open-label, flexible-dose study 
AB We report a clin. trial of olanzapine in the treatment of 

prominent apathy in the absence of depression in patients on 

long-term treatment with selective serotonin reuptake 

inhibitors (SSRIs) for nonpsychotic major depression. 

Participants were 21 men and women who met DSM-IV criteria for 

major depressive disorder in full remission 

(Montgomery-Asberg Depression Rating Scale [MADRS] score 

< 12) who had been taking an SSRI for at least 3 mo. 



Data are presented (last observation carried forward) based on 20 enrolled 
participants who completed at least 1 follow-up visit. Participants had 
significant symptoms of apathy, defined as a Clin. Global 
Impressions-Severity of Illness scale (CGI-S) score > 3, an Apathy 
Evaluation Scale ( AES ) score > 30, and a MADRS item 8 (inability to feel) 
score > 2. Participants with a personal or family history of 
psychosis were excluded. Olanzapine was titrated in 2.5-mg 
increments at weekly intervals, until CGI-S score improved > 2 
points from baseline or > 1 point with dose-limiting side effects, 
and participants continued in the protocol for 8 wk at a stable dose 
following this improvement. Improvement was clin. evident and 
demonstrable on all symptom assessments: AES (mean ± SD change in score 
= -21.3 ± 8.7; p < .0001), CGI-S (-2.7 ± 0.9; p < .0001), MADRS 
(-5.6 ± 5.9; p = .001), and MADRS item 8 (-2.2 ± 1.4; p < .0001). 
The mean dose of olanzapine was 5.4 ± 2.8 mg/day. These 
preliminary data suggest that olanzapine may be effective in 
treating apathy syndrome in nonpsychotic patients taking SSRIs. 
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TI ( + ) -1- ( 3 , 4-dichlorophenyl ) -3-azabicyclo [3.1.0] hexane, compositions 
thereof, and uses as an anti-depressant agent 

AB The present invention relates to (+) -1- (3, 4-dichlorophenyl) -3- 

azabicyclo [ 3 . 1 . 0 ] hexane and pharmaceutically acceptable salts thereof, 
compns. comprising (+) -1- ( 3 , 4-dichlorophenyl ) -3-azabicyclo [ 3 . 1 . 0 ] hexane or 
a pharmaceutically acceptable salt thereof, and methods for treating or 
preventing depression in a patient comprising administering 

(+) -1- (3 , 4-dichlorophenyl ) -3-azabicyclo [3 . 1 . 0 ] hexane or a pharmaceutically 
acceptable salt thereof. The (+) -1- ( 3 , 4-dichlorophenyl ) -3- 
azabicyclo [ 3 . 1 . 0 ] hexane or pharmaceutically acceptable salt thereof is 
preferably substantially free of its corresponding ( - ) -enantiomer . The + 
isomer is obtained by HPLC resolution on a CHIRALPAK AD column. The + isomer 
has greater affinity for both norepinephrine and serotonin uptake sites in 
rat forebrain membranes than the ± compound The + isomer is administered 
along with a known antidepressant, anxiolytic, antipsychotic or 
antiobesity agent in treatment of various depression conditions 
including depression associated with anxiety, seizures, menopause, 
alcoholism, etc. 
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TI Combination therapy of atypical antipsychotics and serotonin 

reuptake inhibitors for treatment of bipolar disorders 
AB The invention provides methods and compns . for the treatment of bipolar 

disorder, bipolar depression or unipolar 

depression, all with or without psychotic features. This method 
employs a compound having activity as an atypical 

antipsychotic in combination with an effective amount of a second 
compound selected from the group consisting of a serotonin 
reuptake inhibitor, an anticonvulsant and lithium. Pharmaceutical 



formulations of combination of drugs of the invention are presented. 

E.g., hard gelatin capsules were prepared containing olanzapine 25 mg, 

f luoxetine-HCl 20 mg, starch 150 mg, and Mg stearate 10 mg . In a double 

blind trial in patients diagnosed with treatment-resistant major 

depression, the administration of fluoxetine plus 

olanzapine (20-60 mg/day and 5-20 mg/day, resp.) resulted in a 

greater improvement on the HAMD-21 score than either of the monotherapy. 
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TI Risperidone augmentation of selective serotonin 
reuptake inhibitors in major depression 

AB Background: At low doses, risperidone acts as a 5-HT2 

antagonist. Preclin. data suggest 5-HT2 antagonists may enhance the 

action of serotonin. This report examines the clin. use of 

risperidone to augment selective serotonin 

reuptake inhibitor (SSRI) antidepressants in patients 

who have not responded to SSRI therapy. Method: In 8 patients 



with major depressive disorder without 

psychotic features (DSM-IV) who had not responded to an SSRI, 
risperidone was added to the ongoing SSRI treatment. 
Hamilton Rating Scale for Depression scores were obtained before 
and after the addition of risperidone. Results: These 8 patients 
remitted within 1 wk of the addition of risperidone. 
Risperidone also appeared to have beneficial effects on sleep 
disturbance and sexual dysfunction. Conclusion: Risperidone may 
be a useful adjunct to SSRIs in the treatment of depression. 
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